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AMENDMENTS 



IN THE CLAIMS 

1 . (Previously presented) A method for providing pain relief to humans or higher 

mammals, said method comprising the step of administering to a human or higher 
mammal an effective amount of a compound, including all enantiomeric and 
diastereomeric forms and pharmaceutical^ acceptable salts thereof, said compound 
having the formula: 



wherein R is: 

a) -0[CH 2 ] k R 3 ; or 

b) -NR 4a R 4b ; 

R 3 is substituted or unsubstituted C1-C4 alkyl, substituted or unsubstituted 
hydrocarbyl, substituted or unsubstituted heterocyclyl, substituted or unsubstituted 
aryl or alkylenearyl, substituted or unsubstituted heteroaryl or alkyleneheteroaryl; the 
index k is from 0 to 5; 
R 4 * and R 4b are each independently: 

a) hydrogen; or 

b) 4C(R 5a R 5b )]mR 6 ; 

each R 5a and R 5b are independently hydrogen, -OR 7 , -N(R 7 ) 2 , -C0 2 R 7 , -CON(R 7 ) 2 ; 
C,-C 4 linear, branched, or cyclic alkyl, and mixtures thereof; R 6 is hydrogen, -OR 7 , - 
N(R 7 ) 2 , ~C0 2 R 7 , -CON(R 7 ) 2 ; substituted or unsubstituted C1-C4 alkyl, substituted or 
unsubstituted heterocyclic, substituted or unsubstituted aryl, or substituted or 
unsubstituted heteroaryl; R 7 is hydrogen, a water-soluble cation, C1-C4 alkyl, or 
substituted or unsubstituted aryl; the index m is from 0 to 5; 




R' is: 



a) 
b) 



substituted or unsubstituted aryl; or 
substituted or unsubstituted heteroaryl; 
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each R 2 unit is independently selected from the group consisting of: 

a) hydrogen; 

b) ^C^jOCCffe^R 8 ; 

c) -CCHi^NR^R 911 ; 

d) -CCH 2 ) j C0 2 R 10 ; 

e) -KCH 2 )jOC02R 10 

f) -(CH 2 )jCON(R l0 ) 2 ; 

g) -(CH 2 )jOCON(R ,0 ) 2 ; 

h) two R 2 units can be taken together to form a carbonyl unit; 

i) and mixtures thereof; 

R 8 , R*\ R 9b , and R 10 are each independently hydrogen, C1-C4 alkyl, and mixtures 
thereof; R 93 and R 9b can be taken together to form a carbocyclic or heterocyclic ring 
comprising from 3 to 7 atoms; two R 10 units can be take together to form a 
carbocyclic or heterocyclic ring comprising from 3 to 7 atoms; j is an index from 0 to 
5, n is an index from 0 to 5; 

Z is O, S, NR n , or NOR 11 ; R 1 1 is hydrogen or C,-C 4 alkyt. 

2. (Previously presented) A method according to Claim 1 wherein said compound 
is selected from scaffolds having the formula: 
i) 



») 
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3. (Previously presented) A method according to Claim 2 wherein R is a unit having the 

formula -OR 3 wherein R 3 is selected from the group consisting of phenyl, 2- 
fluorophenyl, 3-fluorophenyl, 4-fluoro-phenyl, 2,6-difluorophenyl 7 2-cyanophenyl, 3- 
cyanophenyl, 2-trifluoromethylphenyI, 4-trifluoromethylphenyl, 2-methylphenyl, 4- 
methylphenyl, 2,4-dimethylphenyl, 3-N-acetyl-aminophenyl, 2-mcthoxyphenyl, 4- 
mcthoxyphenyl, and 3-benzo[l,3]dioxol-5-yl; R 1 is 4-fluorophenyl. 

4. (Previously presented) A method according to Claim 2 wherein R is a unit selected 

form: 



0 



H 

/ 

— N 



H H -and 



ii) 



H 

/ 
-N 



>r R6 

wherein R ft is selected from the group consisting of hydrogen, methyl, ethyl, vinyl, 
cyclopropyl, cyclohexyl, methoxymethyl, methoxyethyl, 1 -hydroxy- 1-methylethyl, 
carboxy, phenyl, 4-fluorophenyl, 2-aminophenyl, 2-methylphenyl, 4-methylphenyl, 4- 
methoxy-phenyl, 4-(propanesulfonyl)phenyl, 3-benzo[l,3]dioxol-5-yl, pyridin-2-yi, 
pyridin-3-yl; R 8 is hydrogen or C1-C4 alkyl, the indices j and n are each equal to 0, 

5. (Previously presented) A method according to Claim 4 wherein R 9a and R 9b are each 
independently hydrogen or C r C 4 alky], the index j is equal to 0. 
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6. (Previously presented) A method according to Claim 5 wherein R 9a and R 9b are taken 
together to form a carbocyctic or heterocyclic ring comprising from 3 to 7 atoms, the 
index j is equal to 0. 



7, (Previously presented) A method according to Claim 6 wherein said ring is morpholin- 
1-yl, piperidin-l-yl, or piperazin-l-yi. 



8. (Previously presented) A method according to Claim 1 wherein said compound has the 



wherein each R 2 unit is independently selected from the group consisting of: 



a) 


hydrogen; 


b) 


-<CH 2 )jO(CH 2 ) n R 8 ; 


c) 


-(CH^NR 9 ^ 5 *; 


d) 


-(CH^jCOzR 10 ; 


c) 


-CCH 2 )jOC0 2 R' 0 


0 


-CCH2)jCON(R 10 ) 2 ; 


g) 


-(CH 2 )jOCON(R 10 ) 2 ; 


h) 


two R 2 units can be taken together to form a carbonyl unit; 


i) 


and mixtures thereof; 


R 8 , 


R 9a , R*\ and R 10 are each independently hydrogen, Ci-C 4 alkyl, and mixtures 



thereof; R 9a and R 9b can be taken together to form a carbocyclic or heterocyclic ring 
comprising from 3 to 7 atoms; two R 10 units can be take together to form a 
carbocyclic or heterocyclic ring comprising from 3 to 7 atoms; j is an index from 0 to 
5, n is an index from 0 to 5; 



formula: 



O 



F 
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R 3 is substituted or unsubstituted C1-C4 alkyl, substituted or unsubstituted 
hydrocarbyl, substituted or unsubstituted heterocyclyl, substituted or unsubstituted 
ary 1 or alkylenearyl, substituted or unsubstituted heteroaryl or alkyleneheteroaryl; the 
index k is from 0 to 5, 

9. (Previously presented) A method according to Claim 1 wherein said compound is 
selected from the group consisting of: 
2-(4-fluorophenyl)0-(2-phenoxy-pyrimidin^ 

a]pyrazol-i-one; 
N-(3-{H2K4-Fluoro-ph^ 

yl]-pyrimidin-2-yloxy}-phenyl)-acetamide; 

2-(4-Fluorophenyl)-3-[2-(2 T 4-dimethylphOT^ 

pyrazolo-[l ,2-a]pyrazol- 1 -one; 

2K2,4-Difluorophenyl)-3-(2-phe 

ajpyrazol- 1-one; 
2-(4-Fluorophenyl)-3-[2-(4-fluorophenoxy)pyrimidin^-yl> 

[ 1 ,2-a]pyrazol- 1-one; 
2-(4-Fluorophenyl)-3-[2-(2,6-difluorophenoxy)pyr^^ 

pyra2olo-( 1 ,2-a]pyrazol- 1-one; 
2-(4-Fluorophenyl)-3-[2-(2-fluorophenoxy)pyrimidin^ 

[ 1 ,2-a]pyrazoI- 1-one; and 
2-(4-Fluorophenyl)-3-[2-(3-fluorophenoxy)py^ 

[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[2-(S)-(l-phenyle^ 

pyrazolo[ 1 ,2-<z]pyra20l- 1 -one; 
2-(4-Fluorophenyl)0-[2-(TC , -me^ 

dihydro-5//-pyrazolo[ 1 ,2-fl]pyrazol-l -one; 
(^).{4^2-(4-Fluorophenyl)-3-oxo-6J-dihydro-3H,5H-pyrazolo 

pyrimidin-2-ylamino}-phenylacetic acid methyl ester, 
2-(4-Fluorophenyl)-3<2-ben*ylaminop 

a]pyrazol- 1 -one; 
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2-(4-Fluorophenyl)0-[2-(l -(S)-m 

pyrazolo[l ,2-a]pyrazo1-l-one; 
2-(4-Fluorophenyl)-3-[2^al^ 

a)pyrazol-l-one; 

2-(4-Fluorophenyl)-3- {2-[ 1 <5)<4-methylphenyl)ethylamino]pyrimidin-4-yl } -6,7- 

dihydro-5//-pyrazo!o[l 9 2-a]pyrazol- 1-one; 
2-(4-Fluoiophenyl)-3-[2-(l-(S^^ 

5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Huorophenyl)-3~[2-( 1 -(iO-pte^ 

pyrazolo[ 1 ,2-a ]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[2-(terf-buty^^ 

pyrazolof 1 ,2^]pyrazol- 1 -one; 
2-(4-Fluoropheny l)-3-[2-(2-hydroxy- 1 ,2-dimethylpropylamino)pyrimidin-4-yl}-6,7- 

dihydro-5//-pyrazolo[l,2-«]pyrazol-l-one; 
2-(4-Fluorophenyl)-3-[(2-cyclopropylamino)pyrimidin-4-yl]^ 5 7-dihydro-5//- 

pyrazolof 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[(2-cyclopropylmet^ 

pyrazolo[ 1 ,2-a]pyrazol-l-one; 
2-(4-Fluorophenyl)0-[(2-methoxyethylamino^ 

pyrazolo[ 1 ,2-a ]pyrazol- 1 -one; 
2^4-Fluoropheny l)-3 -[(2-methoxyethy 1 

pyrazolo [ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3- {2~[ l-(5)-(4-fluorophenyl)ethylainino]pyrimidin^yl}-6 T 7- 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazoI- 1-one; 
2-(4-Fluorophenyl)-3-{2-[(pyridin-3-y^ 

5/f-pyrazolo[ 1 ,2-a]pyrazol- 1-one; 
2-(4-Fluorophenyl)-6-morpholin-4-yl-3-[2-^^ 

dihydro-5H-pyrazolo[ 1 >2-a]pyrazol- 1 -one; 

6-Dimethylamino-2-(4-fluorophenyl^ 

dihydro-5//-pyrazolo [ 1 ,2-ia]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-6-hydroxy-3-(2-phenoxypyrimidin-4-y])-6J-dihydro-5H- 

pyrazolo [ 1 ,2-a]pyrazol- 1 -one; 
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Morpholine-4-carboxylic acid 6-(4-flaorophenyl)-5-oxo-7-(2-phenoxypyrimidin-4- 

yl>2,3-dihydro-l// J 5/f-pyrazolo[l , 2-fl]pyrazol-2-yl ester; 
2-(4-Fluorophenyl)-6-methoxy-3-[2-(2-(S)-metho^ 

4-yl]-6,7-dihydro-5//-py razolo[ 1 ,2-a Jpyrazol- 1 -one; 
2-(4-FluOrophenyl>6-methylene-3-[2-(2-(S)-phenyl- 1 -methylethylamino)-pyrimidin- 

4-yl]-6,7-dihydro-5i/-pyrazolo[l,2-a]pyrazoH-one; 
2-(4-Fluorophenyl)-6-hydroxy-6-hyd™^ 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(3-trifluoromethylphenyl)0-(2-phenoxy-^ 

[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-fluorophenyl>3-(2-(6-aminopyri 

pyrazolo-[l ,2-a]pyrazol-l-one; 
2-(4-fluorophenyl)-3-[2-(3~fluorophenoxyto^ 

[ 1 ,2-aJpyrazol- 1 -one; 
2-(4-fluorophenyl)-3-[2-(2,4-dimethylphenoxy)pyri 

pyrazolo-[1 ,2-a]pyrazol-l-one; 
2-(2,4^ifluoropheaiyl)-3-(2-ph^ 

a]pyrazoM-one; 
2-(4-nuorophenyl)-3-[2-(4-chlorx>phen^ 

[ 1 s 2-a]py razol- 1 -one; 
2-(4-Fluorophenyl)-3-{2-[l-(/^ 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2.{4.[2^(4-Fluorophenyl)-3-oxo-6 5 7-dihydro-3//,57/-pyrazolo[ 1 ,2-^]pyrazol-l-yl]- 

pyrimidin-2-ylamino} -propionic acid; 
2- {442-(4-Fluorophenyl)-3-oxo^ 

pyrimidin-2-ylamino} -^-dimethyl propionamide; 

2-(4-Fluorophenyl)-3-(2-([13^ 

5/f-pyrazolo[l ,2-a]pyrdzol-l-one; 
2-(4-Fluorc^henyl)-3-{2-[(pyrid^ 

5//-pyra20lo[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fhiorophenyl)-3-[(2-methoxypropylamino)pyr^^ 

py razolo[ 1 ,2-a]pyrazol- 1 -one ; 
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2^4-Fluoropheny l)-3- (2-[(fiir^^ 

pyrazolo[ 1 ,2-a]pyrazol- 1-one; 
2-(4-Fluorophenyl)-3-{2-[(3-benzo[l,3]dioxo 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1-one; 
2-(4-Fluorophenyl)-3- {2-[(l -(propane- l-sulfonyl)piperidin-4-ylamino]pyrimidin-4- 

yl]-6,7-dihydro-5i/-pyrazolo[1 ,2-a]pyrazol-l-one; and 
2-(4-Fluorophenyl)-3-{2-(4-rnethoxybenzylami^^ 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one* 

10- 12 (Cancelled) 

13. (Previously presented) A pharmaceutical composition comprising: 

a) an effective amount of one or more bicyclic pyrazolones including all 

enantiomeric and diastereomeric forms and pharmaceutically acceptable salts 
thereof, said compound selected from the group consisting of: 
2-(4-fluorophenyl)-3-(2-phenoxy-pyrinu^ 

[ 1 ,2-a]pyrazol- 1 -one; 
N<3- {4~[2-(4-Fluoro-phen^^ 

a]pyrazol- 1 -yl]-pyrimidin-2-yl oxy } -pheny l)-acetamide; 
2.(4-FIiiorophenyl)-3-[2-(2,4-dimethylphenoxy)pyrimidin-4-yI)-6 > 7-dihydro- 

5 tf-pyrazolo-[ 1 ,2-aJpyrazol- 1 -one; 
2-(2,4-Difluorophenyl)-3-(2-phenoxy-pyrimidin-4-yl)-6,7-dihydro-5//- 

pyrazolo-[ 1 ,2-a]pyrazol~ 1 -one; 
2-(4-Fluorophenyl)-3-[2-(4-fluorophenoxy)pyrimidin-4-yl>6,7-dihydro-5/f- 

pyrazolo-[ 1 ,2-a]pyrazol- 1-one; 
2-(4-Fluorophenyl)-3-[2-(2 f 6-difluorophenoxy)pyrirnidin-4-yl)-6 ) 7-dihydro- 

5//-pyrazolo- [ 1 ,2 -a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[2-(2-fluorophenoxy)pyrimidin-4-yl)-6,7-dihydro-5//- 

pyrazolo-[l,2-a]pyrazoM-one; and 
2^4-Fluorophenyl)-3'[2-(3-fluorophcnoxy)pyrimidin-4-yl)-6,7-dihydro-5i/- 

pyrazolo-[ 1 ,2-a]pyrazol- 1 -one; 



Page 9 of 15 

PAGE 10/20 * RCVD AT 1119/2005 2:47:52 PM [Eastern Standard Time] * SVR:USPTO£FXRF^/26 1 DNIS:2738300 * CSID:513 622 3300 * DURATION (mm-ss):0M4 



NOU-09-2005 15: 15 



P&G HC PATENT DIU. 



513 622 3300 P. 11/20 



Appl.No. 10/689,388 
Atty. Docket NO, 8717MR2 
Amdt. dated November 9, 2005 

Response to Telephone Conference of November 2, 2005 
Customer No. 27752 

2<4-Fluoropheny1)-3-[2-(SM^^ 

dihydro-5#-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 

2-(4-Fluorophenyl)-3-[2-(N^ 

dihydro-5//-pyrazolo[ 1 ,2-a Jpyrazol- 1 -one; 

(£).{4-[2-(4-Fluoroph^ 

l-yl]-pyrinudin-2-ylamino}-phenylacetic acid methyl ester; 

2-(4-Fluorophenyl)-3^2-benzylaminopyrimidin-4-yl)^ > 7-dihydro-5//- 

pyrazolo[ 1 ,2-aJpyrazol- 1 -one; 
2-(4-Fluorophcnyl)-3-[2-( 1 ^5)-methylethylaiiuno)pyrimidin-4-yl]-6,7- 

dihydro-5/f-pyrazolo[ 1 ,2-a ]pyrazol-l -one; 
2-(4-Fluorophenyl)-3-[2-(allylamino)p^ 

pyrazolo[ 1 ,2-tf]pyrazol- 1 -one; 

2-(44Huorophenyl)-3-{2-[l-(SM^ 

e^-dihydro-S/f-pyrazolot 1 ,2-a]pyrazol- 1 -one; 
2-(4-f luorophenyl)-3-[2-( 1 -(5)-cyciohexyl-ethylamtno)pyrimidin-4-y1]-6,7- 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[2-(l-(/?)-phenylethylamino)pyrimidin-4-yl]-6,^ 

dihydro-5if -pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[2-(ter^ 

pyrazolo[ 1 ,2-a]pyrazo1- 1 -one; 
2-(4-Fluorophenyl)-3-[2-(2~hydroxy- 1 ,2-dimethylpropylamino)pyrimidi n-4- 

yl]-6,7-dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-[(2-cyclopropylamino)pyrimidin-4-yl]-6J-dihydro-5//- 

pyrazolo[ 1 ,2-i2 jpyrazoi- 1-one; 
2-(4-Fluorophenyl)-3-[(2-cyclopropylmethyl)aniinopyrimidin-4-yl]-6,7- 

dihy dro-5//-pyrazol o[ 1 ,2-a]pyra*ol- 1 -one; 
2-(4-F]uorophenyl)-3-[(2-raethoxyethylamino)pyrimidin-4-yl]-6J-dihydro- 

5//-pyrazolo[ 1 ,2-a]pyrazo1- 1 -one; 
2-(4-Fluorophenyl)'3-[(2-methoxyethylamino)pyrimidin^yl]-6,7-dihydTO^ 

5//-pytazolo[ 1 ,2-a Jpyrazoi- 1 -one; 
2-(4-Fluorophenyl)-3- {2-[ l-(5)-(4-fluorophenyl)ethylamino]pyrimidin-4-yl}- 
6,7-dihydro-5i/-pyrazoIo[ 1 ,2-d]pyrazol-l-one; 
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2-(4-Fluorophenyl>3-{2-[(pyridin-3-ylme^ 

dihydro-5//-pyrazolo[l ,2-a]pyrazoI- 1-one; 
2-(4-Fluorophenyl)-6-morpto 

y 1]-6,7-dihydro-5H-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
6-Dimethylamino-2-(4-flu^ 

y]]-6,7-dihydro-5//-pyrazolo[ l,2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-64iydroxy-3-(2-phenoxypyiim 

pyrazolo[ t ,2-^pyrazol- 1 -one; 
Morpholine-4-carboxylic acid 6-(4-fluorophenyl)-5-oxo-7-(2- 

phenoxypyrimidin-4-yl>2,3Kiihydro-^ 

yl ester; 

2-(4-Fluoropheny l)-6-methoxy-3-[2-(2-(S)-methoxy- 1 -methylethylamino)- 

pyrimidin-4-yl]-6J-dihydro-5^ 
2-(4-Fluorophenyl>6-methylene-3-[2-(2^ 

pyrimidin-4-yl]-6,7-dihydro-5i/-pyrazo1o[ 1 ,2-aJpyrazol- 1 -one; 
2-(4-FIuorophenyl)-6-hydroxy-6-hy^^ 

yl)-6 J-dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(3-trifluotx>methylphenyl)-3-(2^phenoxy^ 

pyrazolo-[l ,2-a]pyrazol- 1-one; 
2-(4-fluorophenyl)-3K2-(6-aminopyrimidin-4-yloxy)pyrimidin-4-yl)^6 t 7- 

dihydro-5//-pyrazolo-[ 1 ,2-a]pyrazol- \ -one; 
2-(4-fluorophenyl)-3-[2^3-fluorophenoxy)pyrimidin-4-yl>6,7-dihydro-5//- 

pyrazolo-[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-fluoropheny])-3-[2-(2,4-dimethylphenoxy)pyrimidin^yl)-6,7-dihydro- 

5//-pyrazolo- [ 1 ,2-a]pyrazo1- 1 -one; 
2-(2,4-difluorophenyl)-3-(2-phenoxy-pyrimidin-4-yl)-6,7-dihydro-5//- 

pyrazolo-[ l,2-a]pyrazol- 1 -one; 
2<(4-fluorophenyl)-3-[2<4-chlorophenoxy)pyrimidin-4-yl)-6,7-dihydro-5//- 

pyrazolo-[l ,2-a]pyrazol-l -one; 
2-(4-Fluorophenyl)-3- {2-[l -(^?)-(4-fluorophenyl)ethylamino]pyrimidin-4- 
yl}-6 ,7-dihydro-5J/-pynizolo[l ,2-a]pyrazol- 1-one; 
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2. {4-[2-(4~Fluorophenyl)-3-oxo-6 J-dihydro-3tf ,5//-pyrazolo[l ,2-a]pyrazol- 

l-yl]-pyrimidin-2-ylamino} -propionic acid; 
2-{4-[2-(4-Fluorophenyl)-3-oxo-6J-dihydro^^ 

yl]-pyrimidin-2-ylarruno}-^"dimethyl propionamide; 

2-(4-Fluoi^heny l)-3-(2-([ 1 ,3 ^ 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2K4-Fluorophenyl)-3- {2-[(pyridm^^ 

dihydro-57/-pyra20lo[ 1 ,2-a]pyrazol- 1 -one; 
2^4-Fluorophenyl)-3-[(2-methoxypTOpyiamino)pyrimidin-4-yH 

5i/-pyrazolo[ 1 >2-a]pyrazol- 1 -one; 
2-(4-Fluorophenyl)-3-{2-[(furan-2-ylm^ 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; 
2-(4-F1uorophcnyl)0-{2-[(3-benzo[U^ 

6,7-dihydro-5i/-pyrazolo[ 1 ,2-a]pyrazol - 1 -one; 
2-(4-Fluorophenyl)-3- {2-[( Hpropane- 1 -sulfonyl)piperidin-4- 

ylamino]pyrimidin-4-y l]-6,7-dihydro-5i^-pyrazolo[ 1 ,2-a]pyrazol- 1 - 

one; and 

2-(4-Fluorophenyl)-3- {2-(4-methoxyb^ 

dihydro-5//-pyrazolo[ 1 ,2-a]pyrazol- 1 -one; and 
b) one or more pharmaceuticatly acceptable excipients. 

14. (Previously presented) A pharmaceutical composition comprising: 

a) an effective amount of one or more bicyclic pyrazolones including all 

enantiomeric and diastereomeric forms and pharmaceutical^ acceptable salts 
thereof, said compound having the formula: 




R 
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wherein R is: 

a) -0[CH 2 ] k R 3 ; or 

b) -NR 4a R 4b ; 

R 3 is substituted or unsubstituted C1-C4 alkyl, substituted or unsubstituted 
hydrocarbyl, substituted or unsubstituted heterocyclyl, substituted or 
unsubstituted aryl or alkylenearyl, substituted or unsubstituted heteroaryl or 
alkyleneheteroaryl; the index k is from 0 to 5; 
R 4a and R 4b are each independently: 

a) hydrogen; or 

b) -[C(R 5a R 5b )]mR 6 ; 

each R 5a and R 5b are independently hydrogen, or C1-C4 linear, branched, or 
cyclic alkyl, and mixtures thereof; R 6 is hydrogen, -OR 7 , -N(R 7 ) 2 , -CO2R 7 , - 
CON(R 7 )*; substituted or unsubstituted C1-C4 alkyl, substituted or 
unsubstituted heterocyclic, substituted or unsubstituted aryl, or substituted or 
unsubstituted heteroaryl; R 7 is hydrogen, a water-soluble cation, C1-C4 alkyl, 
or substituted or unsubstituted aryl; the index m is from 0 to 5; 
R 1 is: 

a) substituted or unsubstituted aryl; or 

b) substituted or unsubstituted heteroaryl; 

each R 2 unit is independently selected from the group consisting of: 



a) 


hydrogen; 


b) 


-(CH 2 )jO(CH 2 )„R 8 ; 


0 


-(CH 2 )jNR 9a R 9b ; 


d) 


-CCH 2 )jC02R' 0 ; 


e) 


-<CH 2 )jOC0 2 R 10 


0 


-(CH 2 )jCON(R l0 )2; 


8) 


-(CH 2 )jOCON(R ,0 ) 2 ; 


h) 


two R 2 units can be taken together to form a carbonyl unit; 


i) 


and mixtures thereof; 


R 8 , R 9a , R 9b , and R 10 arc each independently hydrogen, C1-C4 alkyl, and 



mixtures thereof; R 9a and R 9b can be taken together to form a carbocyclic or 
heterocyclic ring comprising from 3 to 7 atoms; two R 10 units can be take 
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together to form a carbocyclic or heterocyclic ring comprising from 3 to 7 
atoms; j is an index from 0 to 5, n is an index from 0 to 5; 
Z is O, S, NR n , or NOR 11 ; R !1 is hydrogen or d-C 4 alkyl; 

b) an effective amount of one or more compounds having pain relief properties; 

and 

b) one or more pharmaceutical^ acceptable excipients* 

15. (Previously presented) A composition according to Claim 14 wherein said compound 

having pain relief properties are selected from the group consisting of acetaminophen, 
aspirin, difunisal, dipyrone, ibuprofen, naproxen, fenoprofen, fenbufen, ketoprofen, 
flurbiprofen, indomethacin, ketorolac, diclofenac, floctafenine, piroxicam, celecoxib, 
and rofecoxib. 

1 6. (Previously presented) A composition according to Claim 14 wherein said compound 

having pain relief properties arc selected from the group consisting of oxycodone, 
pethidine/meperidine, methadone, levorphanol, hydromorphone, and buprenorpnine. 
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